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DUPIXENT 300mg solution for injection

DUPIXENT 200mg solution for injection

dupilumab 300mg/2ml (150 mg/ml) :7'vo nin

dupilumab 200mg/1.14ml (175 mg/ml) :7'vo nin
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Atopic Dermatitis

DUPIXENT is indicated for the treatment of adult and pediatric patients aged 6 months
and older with moderate-to-severe atopic dermatitis (AD) whose disease is not
adequately controlled with topical prescription therapies or when those therapies are not
advisable. DUPIXENT can be used with or without topical corticosteroids.

Asthma

DUPIXENT is indicated as an add-on maintenance treatment of adult and pediatric
patients aged 6 years and older with moderate-to-severe asthma characterized by an
eosinophilic phenotype or with oral corticosteroid dependent asthma.

Limitation of Use

DUPIXENT is not indicated for the relief of acute bronchospasm or status asthmaticus.
Chronic Rhinosinusitis with Nasal Polyposis

DUPIXENT 300mg is indicated as an add-on maintenance treatment in adult patients
with inadequately controlled chronic rhinosinusitis with nasal polyposis (CRSwNP).

Eosinophilic Esophagitis

DUPIXENT is indicated for the treatment of adult and pediatric patients aged 1 year and
older, weighing at least 15 kg, with eosinophilic esophagitis (EoE).

Prurigo Nodularis

DUPIXENT 300mg is indicated for the treatment of adults with moderate-to-severe
prurigo nodularis (PN) who are candidates for systemic therapy.
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Chronic Obstructive Pulmonary Disease

DUPIXENT is indicated as an add-on maintenance treatment of adult patients with
inadequately controlled chronic obstructive pulmonary disease (COPD) and an
eosinophilic phenotype.

Limitations of Use:

DUPIXENT is not indicated for the relief of acute bronchospasm.
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5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity

Hypersensitivity reactions, including anaphylaxis, acute generalized exanthematous
pustulosis (AGEP), serum sickness or serum sickness-like reactions, angioedema,
generalized urticaria, rash, erythema nodosum and erythema multiforme have been
reported. If a clinically significant hypersensitivity reaction occurs, institute appropriate
therapy and discontinue DUPIXENT [see Adverse Reactions (6.1, 6.2, and Clinical
Pharmacology (10.4)].

6. ADVERSE REACTIONS

6.1 Clinical Trials Experience

Atopic Dermatitis
Adults with Atopic Dermatitis

Three randomized, double-blind, placebo-controlled, multicenter trials ( SOLO 1, SOLO
2, and CHRONOS) and one dose-ranging trial (AD-1021) evaluated the safety of
DUPIXENT in subjects with moderate-to-severe AD [see Clinical Studies (12)]. In terms
of co-morbid conditions, 48% of the subjects had asthma, 49% had allergic rhinitis, 37%
had food allergy, and 27% had allergic conjunctivitis. In these 4 trials, 1472 subjects




sanofi

were treated with subcutaneous injections of DUPIXENT, with or without concomitant
topical corticosteroids (TCS).

Prurigo Nodularis

Subjects with co-morbid conditions included 43% of subjects with a history of atopy
(defined as having a medical history of AD, allergic rhinitis/rhino conjunctivitis, asthma,
or food allergy), 8% of subjects with a history of hypothyroidism and 9% of subjects with
a history of diabetes mellitus type 2.

Hypersensitivity Reactions

Hypersensitivity reactions were reported in <1% of DUPIXENT-treated subjects. These
included anaphylaxis, AGEP, serum sickness or serum sickness-like reactions,
generalized urticaria, rash, erythema nodosum and erythema multiforme /see
Contraindications (4), and Clinical Pharmacology (10.4)].

7. USE IN SPECIFIC POPULATIONS

7.1 Pregnancy
Risk Summary

Fetal/Neonatal Adverse Reactions

Transport of endogenous IgG antibodies across the placenta increases as pregnancy
progresses, and peaks during the third trimester. Therefore, DUPIXENT may be present
in infants exposed in utero. The potential clinical impact of dupilumab exposure in
infants exposed in utero should be considered.

10. CLINICAL PHARMACOLOGY
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104 Immunogenicity

The anti-drug antibody (ADA) and neutralizing antibody (NAb) incidence rates in
subjects treated with DUPIXENT are presented in Table 12.

Table 12: Anti-drug Antibody and Neutralizing Antibody Incidence in Subjects

Treated with DUPIXENT
Indication and | Dose and Duration Anti-drug Antibody (ADA) Neutralizing
Population of Treatment Treatment- Persistent Antibody
Emergent ADAP NAb ©
ADA?
Atopic Dermatitis
Adult 300 mg Q2W for 52 6/105 (6%) 2/105 (2%) 1/6 (17%)

weeks

12 to 17 years
of age

300 mg or 200 mg
Q2W for 16 weeks

13/81 (16%)

2/81 (3%)

4/13 (31%)

years of age

300 mg Q4W for 16
weeks

6tol1lyears |200mgQ2W or300 | 3/171 (2%) 0/171 (0%) 1/3 (33%)
of age mg Q4W for 16

weeks
6 monthsto 5 | 200 mg Q4W, or 1/74 (1%) 0/74 (0%) 0/1 (0%)

Asthma

Adult and 12
years of age or

300 mg Q2W for 52
weeks

32/626 (5%)

13/626 (2%)

14/32 (44%)

older

200 mg Q2W for 52
weeks

58/625 (9%)

26/625 (4%)

27/58 (47%)

years of age or

weeks

older

6 to 11 years 100 mg Q2W or 200 | 17/269 (6%) | 9/269 (3%) 6/17 (35%)

of age mg Q2W up to 52
weeks

Chronic Rhinosinusitis with Nasal Polyps

Adult 300 mg Q2W for 52 8/148 (5%) 3/148 (2%) 5/8 (63%)
weeks

Eosinophilic Esophagitis

Adult and 12 300 mg QW for 52 1/108 (1%) 0/108 (0%) 0/1 (0%)
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1to11years | 200 mgQ2W or 300 1/37 (3%) 0/37 (0%) 0/1 (0%)¢

of age mg Q2W for 52
weeks €

Prurigo Nodularis

Adult 300 mg Q2W for 24 11/143 (8%) | 2/143 (1%) 4/11 (36%)
weeks

Chronic Obstructive Pulmonary Disease

Adult 300 mg Q2W for 52 77/922 (8%) | 24/922 (3%) 28/77 (36%)
weeks

2 Treatment-emergent ADA: A negative result or missing result at baseline with at least 1 positive post-
baseline result in the ADA assay.
b persistent ADA: A treatment-emergent ADA positive response with 2 or more consecutive ADA positive
samples separated by a greater than 12-week period (>84 days), with no ADA negative result in between.
¢ Neutralizing potential is assessed only for ADA-positive samples. The NAb incidence is reported as a
percentage of subjects with treatment emergent ADA.
90One subject 1 to 11 years of age with EoE with pre-existing immunoreactivity that was positive for
neutralizing antibodies was excluded from the NAb positive subjects.
€ Immunogenicity was reported on pooled data for pediatric subjects 1 to 11 years of age with
EoE receiving SC dupilumab 100 mg Q2W (in subjects weighing >5 kg to <15kg), 200 mg Q2W (in
subjects weighing >15 kg to <30 kg), 300 mg Q2W (in subjects weighing >30 kg to <60 kg), and
300 mg QW (in subjects weighing 260 kg).

Two adult subjects with AD who experienced high titer antibody responses developed

serum sickness or serum sickness-like reactions during DUPIXENT therapy [see
Warnings

and Precautions (5.1)].

The antibody titers detected in subjects who received DUPIXENT were mostly low. In

subjects who received DUPIXENT, development of high titer antibodies to DUPIXENT
was

associated with lower serum dupilumab concentrations [see Clinical Pharmacology
(12.3)].
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12. CLINICAL STUDIES

12.1 Atopic Dermatitis
Adults with Atopic Dermatitis

Three randomized, double-blind, placebo-controlled trials (SOLO 1, SOLO 2, and
CHRONOS ) enrolled a total of 2119 adult subjects 18 years of age and older with
moderate-to-severe AD not adequately controlled by topical medication(s). Disease
severity was defined by an Investigator’s Global Assessment (IGA) score >3 in the
overall assessment of AD lesions on a severity scale of 0 to 4, an Eczema Area and
Severity Index (EASI) score >16 on a scale of 0 to 72, and a minimum body surface area
involvement of >10%. At baseline, the mean age of subjects was 38 years; 59% of
subjects were male, 67% were White, 24% were Asian, and 6% were Black; 52% of
subjects had a baseline IGA score of 3 (moderate AD), and 48% of subjects had a
baseline IGA of 4 (severe AD). The baseline mean EASI score was 33 and the baseline
weekly averaged Peak Pruritus Numeric Rating Scale (NRS) was 7 on a scale of 0-10.
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